Supplemental methods

Genotyping by polymerase chain reaction (PCR)
Genotyping was carried out with polymerase chain reaction (PCR) with tail genomic DNA of the mice using the following primers: 
Flow cytometry
Single cell suspensions of spleen and thymus were prepared by gently passing the respective organ through 70 µm pore size cell strainers (Corning, New York, USA). Single cell suspensions or blood samples were incubated with rat anti-mouse CD16/CD32 (2.5 μg/ml, catalog #: 14-0161-86, eBioscience, Waltham, MA, USA) to block non-antigen-specific binding. For membrane staining, conjugated antibodies were added for 20 min at room temperature in the dark. For intracellular staining, cells were treated with fixation/permeabilization buffer (catalog #: 00-5523-00, eBioscience), followed by incubation with conjugated antibodies in permeabilization buffer for 20 min at room temperature in the dark. Erythrocytes were lysed by using a buffered ammonium chloride (ACK) solution. Cell analysis was performed using a flow cytometer (BD LSR Fortessa, BD Biosciences, San 
Isolation of mouse lung endothelial cells
Mouse lung endothelial cells were isolated using the mouse Lung Dissociation Kit from Miltenyi Biotec (catalog #: 130-095-927) according to the manufacturer's instructions.
Subsequently cells were further purified by Percoll density gradient centrifugation. For enrichment of endothelial cells, cell suspension was incubated with magnetic CD31 micro beads (Miltenyi Biotec) and magnetically enriched with a MACS Separator (Miltenyi Biotec).
RNA isolation and qRT-PCR
RNA from mouse endothelial and bone marrow cells was extracted using QIAshredder Immunocytochemistry was performed as previously described (2) . Donkey normal serum (10%, Jackson Immuno Research Laboratories, Cambridgeshire, UK) was used to block nonspecific binding sites. The following primary antibodies were used for 1 h at room temperature: rabbit anti-mouse VE-cadherin (1:400, catalog #: ab33168, Abcam), and rat anti-mouse ZO-1 (1:100, clone R46.4C, Thermo Fisher Scientific). AF488 conjugated goat anti-rabbit (1:500, catalog #: A-11008) and AF546 conjugated goat anti-rat (1:500, catalog #:
A-11081, both Thermo Fisher Scientific) were used as secondary antibodies for 45 min at room temperature. Nuclei were stained with Draq5 (1:800, catalog #: 4084, Cell Signaling Technology) and slides were mounted with fluorescence mounting medium (Dako).
Proliferation assay
C57BL/6 mouse small intestinal endothelial cells (MIECs) were seeded at a density of 2 × 
Microfluidic 3D angiogenesis and vasculogenesis model
A microfluidic 3D chip, as previously described (3, 4) , was used to study vasculogenic formation and angiogenic remodeling of microvascular networks in vitro. (3). Images were taken by a confocal microscope (Olympus FV1000). Sprout length and thickness were analyzed using ImageJ/Fiji (5) . Vessel permeability was calculated as the ratio of Fluorescein-signal inside the crypt lumen over total Fluorescein-signal using the software ImageJ/Fiji (5) and was given as a percentage. Only morphologically integer crypts were used for the analysis.
In vitro permeability assay
Intra-vital microscopy
On diluted in PBS, the abdomen was opened, and the colon was cut longitudinally to visualize the mucosal vasculature. The FITC-signal was quantified (counts per pixel) using the ImageJ/Fiji software (5) . Vessel permeability was calculated as the ratio of FITC-signal inside the crypt lumen over total FITC-signal and was given as a percentage, according to Haep et al. (6) . Only morphologically integer crypts were used for the analysis. Afterward, mice were sacrificed, and colon tissue was removed from the cecum to the rectum, and colon length was measured.
Two-photon microscopy
In order to assess VE-cadherin distribution of the vasculature on day 10 of DSS-colitis, Germany). After a further 10 min of incubation, mice were killed by cervical dislocation. Colon tissues were fixed in 10% buffered formalin (Sigma-Aldrich) for 24 h. Then, the samples were dehydrated in an ascending ethanol series (3 × 70%, 2 × 95%, 2 × 100%) for 30 min each at room temperature and transferred to ethyl cinnamate (Sigma-Aldrich) for at least 2 days to achieve optical clearance (7) . Samples were imaged with LaVision BioTec Ultramicroscope II (LaVision BioTec, Bielefeld, Germany) using a 2× objective lens (NA 0.5, Olympus, Tokyo, Japan). The fluorophores were excited at 561 nm (AF594, cadaverine) and 640 nm (Cy5, lectin) and specific emission of the fluorophores was detected with a sCMOS camera (Andor Neo, Belfast, Northern Ireland) between 590-650 nm (AF594) and 650-710 nm (Cy5). Image stacks of the two channels were acquired sequentially with z-planes spaced 4 µm apart. Data analysis was performed using ImageJ/Fiji (5) . Vessel leakage was calculated as the ratio of cadaverine signal outside the vessels over the total cadaverine signal inside and outside the vessels. See Supplemental Figure 13 for the ImageJ/Fiji macro used for this analysis. comparisons (A, B) and two-way ANOVA followed by Sidak's post-hoc test (E) were used to determine statistical significance (*P < 0.05, **P < 0.01, n.s. = not significant). Figure 1(A, B) , Figure 4 (C) and Figure 8 (D) . Counterstaining was performed with DRAQ5 (blue). Staining showed that the expression of the Ifngr2 in colon epithelial cells was not affected in Ifngr2 DEC and respective control mice. Scale bar: 100 μm. N.A., not available. . Fluorescence labeled 0.86 kDa cadaverine (red) was injected intravenously. Leakage of cadaverine (marked by arrows) contributes to increased vessel permeability. Note that control mice showed increased areas of cadaverine leaking from vessels, while Ifngr2 DEC mice did not. Scale bar: 500 μm.
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Supplemental Figure 8:
Co-staining of the PDGFR-b (green), the endothelial cell-associated marker CD31 (red) and DAPI (blue) in intestinal tissues of mice with acute DSS-colitis (Ifngr2 DEC mice: n = 11; control mice: n = 9, all after bone marrow transfer). In inflamed tissues PDGFR-b expression was highly increased in many different cells as compared to non-inflamed tissues. In non-inflamed tissues PDGFR-b staining was predominantly associated with vascular structures. A control staining without the secondary antibody (Sec. Ab. only) did not show unspecific staining. Scale bar: 50 µm. Western Blot analysis of VE-cadherin expression in membrane lysates of MIECs treated with or without IFN-g . An anti-VE-cadherin antibody recognizing the intracellular domain of VE-cadherin was used. Full-length VE-cadherin (approx. 115 kDa) was found in both untreated and IFN-g-treated cells. An additional cleavage band was observed for IFN-g-treated MIECs (approx. 35 kDa), suggesting an IFN-g dependent cleavage process of VEcadherin. Actin (approx. 42 kDa) and Na,K-ATPase (approx. 100 kDa) expression confirmed presence of membrane lysate. Figure 11 . Staining specificity controls of antibodies used in this study. Immunofluorescence staining of murine CD45, CD4, F4/80, CD31, Ki-67, α-SMA and Ifngr2 or human CD31 and VE-cadherin on mouse or human colon tissues, respectively. The appropriate isotype antibody for each staining was used as control to confirm specific antigen staining (Rat IgG2b, Rabbit IgG, Rat IgG2a, Rat IgG2a, Rabbit IgG, Rabbit IgG, Rabbit IgG, Mouse IgG1, Rabbit IgG, respectively). Counterstaining was performed with DRAQ5 (blue). Scale bars: 50 μm. Supplemental Table 1 
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